Yes, because the available evidence shows that it is as good but at 1-2% of the price! The two drugs are 'almost identical'. 1 Both owned by the same companyFRoche/Genentech, the main difference is that one is highly profitable for treating AMD, the other not. Unless and until the main head-to-head trials, 1,2 currently recruiting, report to the contrary, avastin should be preferred.
The evidence for avastin versus lucentis is weak for one very simple reason: the company refused to license it. Whether this was because of cock-up or conspiracy does not matter. Cock-up in that Roche/Genentech may not have realised it would work in humans. Or the conspiracy in that once avastin was licensed in high doses for colorectal cancer, the cost of the small doses for AMD was going to be low. Either way, avastin has not been properly trialled for AMD. This is why publicly funded trials are now in progress, due to report around 2010/11. In the meantime, clinicians and funders must decide which drug to use.
Given the lack of trial data, we must rely on observational data for evidence. The perils of such data are well recognised. The observational studies are uncontrolled case series of avastin over time. In order to compare these with lucentis, we searched for studies that (a) investigated the effect of avastin on visual acuity in patients with wet-AMD, (b) using a dose of avastin from 1 to 1.5 mg, (c) measured visual acuity using the ETDRS protocol, (d) published up to March 2008. The nine studies 3-11 meeting these criteria, for which we were able to access data, all showed improvements in visual acuity on average at 3 months, as shown in Figure 1 .
How do these improvements compare with lucentis? The profile of lucentis is well established from the pivotal trials, 12,13 the results up to 6 months are shown in Figure 2 . Compared with placebo, lucentis improved visual acuity in the first 3 months on average and then leveled off. This was true for both the Marina and Anchor trials. By comparison, the untreated group in these trials suffered diminished visual acuity. When the metaanalytic effect (random) over time of the observational studies for avastin is plotted on this graph, its short term 'signature' is similar to that of lucentis as shown in Figure 1 . Given the similarity of the two drugs, this is hardly surprising.
What of the safety profile? The safety of avastin has been shown in two ways. First, the pioneering international intravitreal bevacizumab safety survey 14 initiated by Rosenfeld, who pioneered the use of both drugs, showed avastin to be relatively safe in the treatment of AMD. Second, the widespread use of avastin in cancer has not indicated any serious lack of safety. As overall fewer patients have probably been exposed to lucentis than avastin, the latter may well be safer.
What of price? The British National Formulary has bevacizumab as a 400 mg vial priced at d924.40, which means that a 1.5 mg dose would cost d3.50. By contrast, Lucentis costs d761.20 for a 3 mg vial. 15 The ratio of prices is 218 : 1! Even granting some costs incurred in breaking down the avastin vial, a price ratio of between 50 and 100-1 applies. Avastin costs 1-2% of lucentis.
In terms of cost effectiveness, for lucentis to meet the NICE threshold for cost per QALY of d30k, it would have to be more than twice as good as avastin in terms of visual acuity. 16 Although this seems unlikely, the truth will be revealed when the independent trials are completed.
The price difference between avastin and lucentis means that in poor countries avastin will continue to be the most widely used treatment of AMD. One danger is that the richer countries will use lucentis, whereas the poor use avastin. This would be undesirable in that the relative merits including safety of both drugs need to be established. This can only be established by the richer countries, ensuring that the relevant studies are carried out.
The international reaction to the avastin/lucentis dilemma has been interesting with some countries Sham (from MARINA trial) Figure 2 The effects of lucentis and avastin versus non treatment on visual acuity over time.
favouring avastin despite legal constraints. Italy's AIFA authorised the use of avastin. 17 In Germany, a low tariff for funding treatment of macular degeneration incentivised the use of avastin in place of lucentis after a court case by the European owner of avastin; Novartis was rejected. 18 New Zealand's PHARMAC rejected lucentis but recommended avastin subject to patient consent. 19 Several countries are reported to have initiated clinical trials, including Holland, France, and Spain. However, others recommended lucentis over avastin due to the latter not being licensed. These included England's NICE, 20 Canada's CADTH, 21 and Australia's PBAC. 22 Ironically, these countries with more formal HTA processes tended to favour lucentis because of the non-licensed status of avastin. At the very least, it can be concluded that internationally, no consensus exists in favour of lucentis!
